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R 6 is hydrogen, C^do alkyl, C 3 -C 10 alkeny/ff 
cycloalkyl, phenyl, cycloalkyl-substituted Ci-Cjj aO^yl, 
C 5 -C 8 cycloalkenyl , C 5 -C 8 cycloalkenyl-substitut 
C x -C s alkyl, phenyl -substituted C 1 -C 3 alkyl, or, 
(CH 2 ) g -B; or 

R 5 and R 6 aj:e 
form a 4 to 6 -member ed 
wherein : \ 




as 



rein: 

R 7 is hydroge 
R 8 is hydroge 
cycloalkyl-substituted 
cycloalkenyl, C 5 -C 8 



eye 





er with N 



NR 7 R 8 ; 



NU-C- 



o alkenyl, 
cycloalkyl, C 5 -C 8 
alkenyl-substituted Ci-Cs 
alkyl, phenyl or phenyl-^ubstituted C 1 -C 3 aYkyl; or 

R 7 and are each CH 2 which together with N 
form a 4- to 6-membered heterocyclic ring; 
W is OR 9 ,/NR 10 R 11 , or OE; 



wherein: 



is hydrogen, ICi-Cjo alkyl, c/-C 10 alkenyl, 
cycloalkyl. C 5 -C 8 cycloalkenyl, cycloa>kyl-substituted 
C!-C 3 ydkyl^G 5 .^C 8 _j=y^oa^^ C!-C 3 alkyl 

or phenyl-substituted C{ i -t z lokyl; 



.10 



is hydrogen or Ci-C 3 alkyl; 
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R 11 is hydrogen, d-do alkyl, C 3 -C 10 alkertj 
phenyl, cycloalkyl, C 5 -C 8 cycloalkenyl , cycloalkyl - 
substituted d~d alkyl, phenyl -substituted d-C 3 /alkyl, 
O 



or (CH 2 ) m CY; or 



R 10 and R 1 1 are e 
N form a 4- to 6 -member ed h 




wherein : 



E is (CH 2 ) m C-D, 



R 1 2 is C 1 -C 3 
R 1 3 is Ci -C 



D is OR 



1 4 



wherein: 




lether with 



or -R 12 -OCR 1 



methylene , 



R 14 is hydrogen, C 1 -C 10 alkyl, d"d\o alkenyl, 
cycloalkyl, C 5 -C 8 cycloalkenyl, cycloalkyl-subitituted 
d~d alkyl, or Cs^cL cycloalkenyl-substituted Q^-C 3 
alkyl or phenyl-subs titujted d~d alkyl; 

R 15 i/hycroge'n, d~do alkyl, C 3 -C 10 
phenyl, phenyl substituted C 1 -C 3 alkyl, cycloal 



C 5 -C 8 cycloalkenyl, cycloalkyl-substituted d-pi alkyl 
or C 5 -C 8 Cycloalkenyl-substituted d-d alky; 
-Ri 6 is hydrogen or d~d alkyl 



' 6 ^a-re^.ajsh_CH2^which together with 



N form a 4- to 6-membered heterocyclic ring; 

Y is OR 17 or NR 18 R 19 ; 
therein : 
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R 17 is hydrogen, C 1 -C 10 alkyl, C 2 -C 10 alkem 
cycloalkyl, C 5 -C 8 cycloalkenyl, cycloalkyl-substitji€ed 
C!-C 3 alkyl, C 5 -C 8 cyd^^Mtenyi^svibstituted C 1>? ef alkyl, 



phenyl-substituted Ci-Cs alky^I 
R 1 8 is Ikydr'ogen or C x -C 



R 19 is hydrogen, C 1 -C 1 
enyl, cycloalky}, C 5 -C 8 



substituted Ci-C z 
C i-C 3 alkyl, or p 
R 1 8 andi 
N form, a 4- to 6 
n is 0- 



alta 



cycl 



aJJcyJU 



q ^j^ 1 
•m is 1-4 





C3-C10 alkenyl, 
enyl, cycloalkyl - 
s^cycloalkenyl-substituted 
alkyl ; or 



titute^LCi-C; 



are each CH 2 which together with 
embered heterocyclic ring; 



"pharmaceutical ly^ac.c^DtabXe_-s-al ts ther eo f . 

2 . The compound of ^eiaim 1 wherein R 1 is 
hydrogen; R 2 is C!-C 3 alkyl; n = for 2; and R 3 is 
benzyl, phenyl, cyclohexyl, or cyclohexylmethyl . 

3. The compound of ^elaim 2 wherein A is OR 4 
and R 4 is hydrogen or C x -^z alkyl . 

4. The compound ofyzfiaim 2 wherein A is NR 5 



R 6 in which R 5 



is hydrogen and R 6 is (CH 2 ) -B wherein g 
is 1 to 3 and B is -C(0)W. q 

5. The compound of ^claim 4 wherein W is OR 9 
and R 9 is hydrogen, Cj-Cs alkyl, phenyl-substituted 
C!-C 2 alkyl, C 5 -C 6 cycloalkyl, or C 5 -C 6 cycloalkyl^) 
substituted Cj-C-j alkyl. 

6. The compound of claim 4 wherein W is 
NR 1 °R 1 1 in which R 10 is hydrogen or Cj-Ca alkyl, and 
R 11 is hydrogen, Ci.-C 3 alkyl or (CH 2 ) m C(0)Y. 
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7. The compound of Claim 6 wherein m is 1 
to 3 and Y is OR 17 or NR 1 8 R 1 9 wherein R 1 7 , Ri* and R 1 9 
are independently hydrogen or Cj-Cs alkyl . 

8. The compound of Claim 4 wherein W is 
5 OCH 2 C(0)OD in which D is OR 14 or NR 1S R 16 wherein R 14 is 

hydrogen or Cx-Cs alkyl, R 1 5 is hydrogen and R 16 is 
methyl or benzyl. 

9. The compound of Claim 4 wherein W is 
OR^O C(0)Ris, wherein R 1 * is -CH(CH 3 )- or -CH(CH 2 CH 3 )- 

10 and R 1 3 is C t -C 3 alkyl. 

10. The compound of Cla im 1 wherein the 
configuration at positions 3 and 4 of the piperidine 
ring is each R. 

11. A compound of Clai m 1 s elected from the 
group consisting of " 

QCH 2 CH[C H 2 (C 6 H 5 ) ]C(0)OH, QCH 2 CH 2 CH(C 6 H 5 )C(0)NHCH 2 C(0)- 
^OCH 2 CH 2 ?) QCH 2 CH 2 CH ( C 6 H 5 ) C ( O ) NHCH 2 C ( O ) OH , Q-CH 2 CH 2 CH- 

(C 6 H 5 )C(0)NHCH 2 C(0)NHCH 3 , Q-CH 2 CH 2 CH(C 6 H 5 )C(0)NHCH 2 C(0)- 
NHCH 2 CH 3 , G-NH(CH 2 ) 2 C(0)NH 2/ G-NH(CH 2 ) 2 C(0)NHCH 3 , G- 
NHCH 2 C ( O ) NH 2 , G-NHCH 2 C ( O ) NHCH 3 , G-N HCH 2 Q,( O )NHCH 2 CH 3 , G- 
NH(CH 2 ) 3 C(0)OCH 2 CH 3/ G-NH(CH 2 ) 3 C(0)NHCH 3 , G-NH(CH 2 ) 2 C(0)- 
OH, G-NH(CH 2 ) 3 C(0)0H, QCH 2 CH[CH 2 (C 6 H! x ) ]C(0)NHCH 2 C(0)OH, 
QCH 2 CH[CH 2 (C 6 Hn )]C(0)NH(CH 2 ) 2 C(0)OH, QCH 2 CH[CH 2 (C 6 H n )]- 
|2 C(0)NH(CH 2 ) 2 C(0)NH 2 , 2-NHCH 2 C(0 )OCH 2 CH 3 , Z-NHCH 2 C(0)OH, 

25 Z-NHCH 2 C(0)NH 2 , Z-NHCH 2 C (O )N( CH 3 ) 2 , Z-NHCH 2 C ( O ) NHCH ( CH 3 ) 2 , 
Z-NHCH 2 C(0)OCH 2 CH(CH 3 ) 2 , Z-NH( CH 2 ) 2 C (0 )OCH 2 ( C 6 H 5 ) , Z-NH- 
(CH 2 ) 2 C(0)OH / Z-NH(CH 2 ) 2 C(0)NHCH 2 CH 3 , Z-NH(CH 2 ) 3 C(0)NHCH 3 , 
C\ Z-NHCH 2 C(0)NHCH 2 C(0)OH, Z-NHCH 2 C(0)OCH 2 C(0)OCH 3 , Z-NHCH 2 - 

C(0)O(CH 2 ) 4 CH 3 , Z-NHCH 2 C(O)0CH 2 C(0)NHCH 3/ Z-NHCH 2 C(0)0- 
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( 4-methoxycyclohexyl ) , Z-NHCH 2 C ( O ) 0CH 2 C ( O )NHCH 2 ( C 6 H 5 ) , 
and Z-NHCH 2 C(0)OCH(CH 3 )OC(0)CH 3 , 
wherein: 

Q represents trans-3 ,4-dimethyl 



G represents Q-CH 2 CH 2 CHC- 

H 2 S ^ H, 




.OH 
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and Z represents q-CH 2 CHC- 

ch 2 




and pharmaceutically acceptable salts thereof 



12. 



A compound of gfla im 1 1 selected from the 



group consisting of (3R,4R, S )-Z-NHCH 2 C(0)OCH 2 CH(CH 3 ) 2 , 
(+)Z-NHCH 2 C(0)OH, (-)Z-NHCH 2 C(0)OH, ( 3R, 4R, R) -ZNHCH 2 C (O)O 
OCH 2 CH(CH 3 ) 2 , (3S,4S / S)-ZNHCH 2 C(0)0CH 2 CH(CH 3 ) 2 , (3S,4S,R)© 
ZNHCH 2 C(0)0CH 2 CH(CH 3 ) 2 , (3R, 4R)-ZNHCH 2 C(0)NHCH 2 (C 6 H 5 ) 
and (3R,4R)-G-NH(CH 2 ) 3 C(0)0H, and pharmaceutically 
acceptable salts thereof. 



4 
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13 . A substantially pure stereoisomer of a 
compound of Clairn^ 1 or a pharmaceutical ly acceptable 
salt thereof. 

14. A pharmaceutical formulation comprising 

5 a compound of claim 1 or the salt thereof in combination 
with a pharmaceutically acceptable excipient. 

15. A pharmaceutical formulation comprising 
a compound of Claim 11 or a pharmaceutically acceptable 
salt thereof in combination with a pharmaceutically 

10 acceptable excipient. 

16. A method for treating irritable bowel 
syndrome in a patient said method comprising 
administering to said patient an effective amount of a 
compound of Claim 1 or a pharmaceutically acceptable 
salt thereof. 

^17. A methodTSor treating a peripheraleffei 
of an opioid in a patiUntJW 

to sa idj?atierLt_^^ of a compound of 

^J2Xa-ircr^T^r^apha.rmace^^^klY acceptable salt thereof. A 

18. The method of Claim 17 wherein said 
peripheral effect being treated is constipation, nausea 
or vomiting. 

19. A method for blocking mu receptors in 
mammals comprising administering to a mammal requiring 

25 blocking of a mu receptor a receptor blocking dose of a 
compound of Claim 1 or a pharmaceutically acceptable . 
salt thereof. 

20. A method for treating idiopathic 
constipation in a patient said method comprising 
administering to said patient an effective amount of a 
compound of Claim 1 or a pharmaceutically acceptable 
salt thereof. " ~ 
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